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First Description of a Defect in Debrisoquine Metabolism
Mahgoub A, Idle JR, Dring LG, Lancaster R, Smith RL. Lancet ,1977
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CY P2D6 genotype can Significantly Alter the
Pharmacokinetics of Multiple Drugs:

eg. Metoprolal.
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Fig 2. Pharmacokineti profi of metoprolol in 10 extensive metabolizers and six poor metaboliz-
ers afte single oral dose of metoprolol with and without concomitant administraton of diphenhy-
dramine or placbo.

CY P2D6 genotype Effect on Phar macokinetics sometimes
trandlatesto a Phar macodynamic effect

© PM - DPH = EM - DPH
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* p < 0.05 EM [placebo) vs PM
® p < 0.05 DPH vs placebo
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Fig 3. Changes of mean heart rate during exercise in 10 exteasive metabolizers and six poor metab-
olizers after a single oral dose of metoprolol with and without concomitant administration of diphen-
hydramine or placebo.

Turgeon et a: Clin Pharmacol Ther: 2000:466-477

CARACOET AL JPET,1999. CAUCASIAN AND CHINESE SUBJECTS OPIATE
RESPONSIVENESS




CYP2D6 Subgtrates:
www.drug-interactions.com

* Atomoxetine » Dextromethorphan
» Fuoxetine * Flecainide
* Paroxetine * Ondansetron

» Bufarol » Codeine
* Metoprolol e Tamoxifen
« Propafenone e Tramodol

« Propranolol
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Auswirkungen von CYP2D6-
Polymorphismen
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From: Eichelbaum et al: Pharmacogenetics 1997;8:15-26.
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CYP2D6 Alleles

» Multiple aleles Suggests a Large Number

of Genotypes need to be Tested for in Every
Case

¢ Not so

Allelic Frequencies of CYP2D6 in African-
American and Caucasians
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2000: The*10 allele Alters Par oxetine Phar macokinetics

Paroxetine Concentration (ng/mi)
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Shin 3G et a: CPT 2000;67:567-576.

Correlation between CYP2D6 genotype and

dextromethorphan MR phenotype
: Distribution of metabolic ratios (MR) relative to their CYP2D6 genotypes in 131 Koreans
Shin J-G et al. 2004.
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2004: A Scoring System for CY P2D6 Genotype e.g. Desipramine
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Fig 1. Schematic representation of characreristic seguence
differences between investigated CIP2Ds alleles. For the
—1584C>G polymorphism. major and minor (in parenthe-
ses) allele wvariants observed for *J and *2 are indicated.
Additional seguence differences between the alleles are not

S

Zanger U et al: Clin Pharmacol Ther 2004;76:128-38.

2004: CYP2D6 genotypes' prediction of sparteine metabolic ratio
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Zanger U et al: Clin Pharmacol Ther 2004;76:128-38.
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Fig 4. Frequency histogram for selected genotypes. Only individuals who carry 1 functional allele

of the indicated type together with 1 nonfunctional allele are shown. The dorfed line represents the
course of the histogram for the entire population

Zanger U et al: Clin Pharmacol Ther 2004;76:128-38.

Allelic Frequencies of CYP2D6 in African-
American and Caucasians
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Allele

CYP2D6 Genotyping in Caucasian
or Hispanic Populations
* Includethe*3, *4, *5,*6, *8 null aleles
» Consider *2 multiple copy genotyping
 Consider *41 genotyping

CYP2D6 Genotyping in Asian
Populations

* Includethe*10 dlele
o ¥217?




CYP2D6 Genotyping in West
African or African American

Populations
* Include*17

* Include*29
 Consider *2 multiple copy genotyping




